Synthesis and pharmacological screening of a group of piperazine derivatives. Analgesic activity.
Fifteen original piperazine derivatives were synthesized: 11 esters of 1-substituted-4-(3'-phenyl-3'-hydroxypropyl)-piperazines with acetic, propionic, benzoic and phenylacetic acids and 4 symmetrical esters of 1,4-bis-(3'-phenyl-3'-hydroxypropyl)-piperazine with acetic, propionic, benzoic and phenylacetic acids. The compounds were tested with respect to their analgesic and behavioural activity, as well as toxicity. Three nociceptive tests were used: chemical intraperitoneal irritation with acetic acid, thermal contact irritation and thermal radiation irritation. The tests were performed on albino mice breed H. All tested compounds were biologically active and showed analgesic effect. The "therapeutic index" was determined on the basis of the mean effective doses (ED50) and the mean lethal doses (LD50). Most favorable "therapeutical" indices were distinguished in 1,4-bis[3'-phenyl-3'-acetoxypropyl]-piperazine (12), 1-benzhydryl-4[3'-benzyloxypropyl]-piperazine (10) and 1-benzhydryl-4[3'-phenyl-3'-phenylacetyloxypropyl]-piperazine (11).